Developmcnts in coronary heart disease (CHD) epidemiology have within the past three years brought to a conclusion our longstanding preoccupation with hypercholesterolaemia. An improved understanding of lipoprotein metabolism has rendered obsolescent for most purposes the measurement of plasma total cholesterol concentration, and attention has come to rest on the distribution of cholesterol between the major lipoprotein classes. New evidence, if substantiated, will call for a major revision of our concept of the pathogenesis of coronary atherosclerosis, and the lipid infiltration theory of Virchow (1856) might prove to have been an oversimplification of the true state of affairs.
From the outset, lipoprotein analysis revealed not one but two major abnormalities in CHD. Plasma low-density lipoprotein (LDL) concentration was increased (hence hypercholesterolaemia) and high-density lipoprotein (HDL) concentration was reduced. Furthermore, the concentrations of HDL and the remainder of the plasma lipoproteins (that is, LDL and the very-low-density lipoproteins (VLDL) combined) were inversely correlated (Gofman et al., 1966) . Advocacy at that time of the lipid infiltration theory of atherosclerosis and the dietary theory of hypercholesterolaemia, in the absence of any proper understanding of lipoprotein metabolism, led to the belief that the LDL abnormality was likely to be the more important. Changes in HDL were viewed as of little consequence for CHD. An authoritative statement in those earlier years (Gofman et al., 1956 ) that measurement of plasma lipoproteins afforded no advantage over total cholesterol concentration in the recognition of coronary risk served inadvertently only to detract further from the HDL abnormality.
Opinion remained essentially unchanged until 1975 when a differing interpretation of the evidence was reached by Miller and Miller (1975) . They proposed, in agreement with Glomset (1970) Perhaps the most persuasive evidence to emerge in response to the HDL hypothesis has been the findings of two prospective surveys, one in Tromso, Norway (Miller et al., 1977) and the other from Framingham . In Tromso a two-year observation of 6595 men aged 20-49 years at entry disclosed that CHD-risk was inversely correlated with HDL cholesterol concentration and directly correlated with the combined concentration of cholesterol in LDL and VLDL.
These relationships were independent of each other and of plasma triglyceride concentration, blood pressure, cigarette consumption, and relative body weight. (Bondjers et al., 1977 and acquired defects, which promote tissue and plasma cholesterol accumulation, and interaction between such characteristics is a possibility. From an epidemiological standpoint, the independent predictive power of HDL for coronary-risk might be an index of cholesterol clearance, and the residual predictive power of LDL might be due to the presence of other factors, such as a genetic defect in LDL-receptor activity, which leads to LDL accumulation. Our major challenge is the elucidation of those processes which reduce plasma HDL concentration, and here also the likelihood of interplay between genetic and acquired characteristics must be considered.
The association between plasma VLDL concentration and CHD is more pronounced in some communities than in others (for example, parts of Scandinavia as compared with North America explain the strong negative association between alcohol consumption and coronary-risk (Yano et al., 1977) 
